In 1991, Department of Health guidelines' suggested that multicentre research could be approved by a single local committee, whose decision would then be accepted by other committees. Criticism2 and complaints from research workers, described by Alberti3, showed that this advice was not followed. Then, after a long wait, came multicentre research ethics committees (MRECs), which it was hoped would mean less time and money wasted on securing ethical approval from numerous local committees. Here we report the experience of conducting a three-stage multicentre study, requiring ethical approval for each stage in turn and subject to MREC approval half way through.
A SIMPLE STUDY
This was to be a simple research study of the lifestyle health behaviours of young adult survivors of childhood cancer, treated at the children's hospital at one regional centre in south-west England. The subjects were aged 18-30 years and had been diagnosed at least 5 years previously. Stage 1 was to contact survivors and gain their consent, and then recruit control subjects through the same general practices. Stage 2 was to mail a questionnaire for self-completion by both survivors and controls. Stage 3 was to conduct a follow-up structured interview with a 20% sample of survivors and their controls. During stage 1, the questionnaire to be used in stage 2 was being piloted in another regional centre. During stage 2, the interview document to be used in stage 3 was being piloted in the aforesaid regional centre. Separate ethical approval had already been given for the pilot testing of the study documents in the second regional centre.
In December 1996, ethical approval for the study was sought from the local committee with jurisdiction over the regional centre where the names of survivors were held in the cancer registry. The researcher was requested to attend the meeting, and approval was given for stage 1, and for stages 2 and 3 subject to sight of the finalized questionnaire and interview documents. At this early stage, ethics approval was also sought from 5 local research ethics committees (LRECs) in the region. Apart from a variety of queries, no difficulties were encountered in securing this approval subject to the same restrictions. The researcher was requested to attend one of these committee meetings. Collection of consents from the survivor sample was nearing completion when it became clear that, although the survivors were thought to be covered by the regional centre's ethics committee, the controls were not. Thus, approval would also have to be sought from all 14 of the remaining LRECs.
In August 1997, the new multicentre committee was formed and the whole study, half way through stage 1, was submitted in October 1997 for its approval. Approval for stages 1-3 was given in December 1997, including approval of the finalized questionnaire, but subject to sight of the finalized interview document. Then the 'fun' began.
COMPLICATIONS
To get approval for recruitment of control subjects, the paperwork from the MREC approval had to be sent to each of 19 LRECs within the region. In addition, because 30 of the returned survivors' consent forms showed that they or their siblings were now resident in other parts of England, submissions had to be sent to a further 32 LRECs in other regions. Thus 51 sets of papers, including the study protocol, the finalized questionnaire, the MREC application form, the MREC response form, all correspondence with the MREC, and the Annex D form, were sent out on 7 January 1998. An administrative error made by the MREC, in preparing the response form, forced a second mailing on 5 February 1998. Because the study was then at an advanced stage and because MREC approval had been given, a request was made for the submission to be dealt with by chairman's action.
10 committees, including 4 from the south-west region, requested between 13 and 15 copies of each document already sent-approximately 650 pages. 2 committees agreed to photocopy the documents themselves. Following this distribution, 10 of the committees gave approval by chairman's action. For the rest, the submission was put before the whole committee. 23 committees gave unqualified approval without any further correspondence. 12 further committees gave approval subject to minor changes to letters or consent forms. These included 3 committees which asked for local forms to be completed, Institute one page each, 1 committee that asked for a named local sponsor, 1 committee that asked for a copy of the consent form to be placed in the patient records and 1 that gave approval on condition that permission to proceed was obtained from the trust or appropriate health service authority.
The remaining 16 committees deferred approval pending answers to questions or more substantial changes to local documents. 1 1 committees had between 1 and 5 questions or concerns, most of them different. 7 similar queries were concerned with whether the patients were aware of their diagnoses, and if they were, whether this study would arouse painful memories and cause distress to them and their families. (We did not think that the nature of the study, to investigate current lifestyle behaviours, would distress patients and details of the study were included in the covering letter to patients, which had already been approved by the MREC.) One committee went further and wanted to know what arrangements had been made for counselling, should the need arise. 8 committees wanted either one or two changes to be made to documents, most of them different. These changes included 4 committees that requested addition of a contact name and telephone number to the information sheet. 14 committees requested copies of other documents, pertinent to the recruitment of the survivor sample, for their records.
A total of 50 LRECs eventually gave approval, including only two pairs of neighbouring committees which had reciprocal arrangements for approval of multicentre research. After a protracted correspondence, one LREC refused approval on the grounds of loss of general practitioner confidentiality, after asking for the methodology to be changed-a change that could not be made without compromising the study. The quickest responses were 13 days by chairman's action and one month by a whole committee; the longest was 42 months, and median response time was 58 days. We estimate that about two weeks of the researcher's time (£1025) and £400 of photocopying and postage were required to get approval for this study. This is not the end of the story since each LREC will require an annual report and a copy of the final report and any published papers. COMMENTS Since this study had already received ethical approval from a multicentre research ethics committee, queries about ethical considerations from LRECs should not have been necessary and submissions could have been dealt with by chairman's action. If all 51 committees had taken this chairman's action, approval could have been given within one month instead of the 4-it took to receive the last approval with consequent over-running of the funding period. Only 4 out of 51 LRECs had reciprocal arrangements for approval of multicentre research; matters have not improved since 19954 despite repeated entreaties14 Making minor changes to letters of invitation, consent forms and information sheets was time-consuming and frustrating. Either such demands should not be allowed or the MREC should keep a list of the sorts of queries likely to be requested by LRECs and ensure that these changes are in place before giving MREC approval. Costs in staff time, photocopying and postage have not changed to any extent5 either for the research team or for the LRECs who have to process the submissions. Nobody will question that research is an ethical necessity for trying to improve the status quo. However, funding bodies may well think twice before funding multicentre studies if extra costs continue to arise from delays in obtaining permission to get started.
The one positive thing about getting multicentre research ethics approval for this study was that the LRECs were not at liberty to change the study protocol or the research instruments. However, the administrative difficulties in dealing with, in this case, 51 LRECs were not improved by the setting up of an MREC. Is it not time to question the relationship between MRECs and LRECs? Is it ethical for LRECs to create a bureaucratic quagmire in cases where the MREC has already given ethical approval?
